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-- The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 136(a) In no event however nnay a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication 

- If the period for reply specified above is less than thirty (30) days a reply withm the statutory minimum of thirty (30) days will be considered timely 

- If NO period for reply is specified above the maximum statutory period will apply and will expire SIX {6} MONTHS from the mailing date of this communication 

- Failure to reply within the set or extended period for reply Will Dy statute cause tne apphcalicn to oecom.e ABANDONED (35 U S C §133) 

- Any reply received by the Office late-- than three montfis after the mailmg date o* this communication even if timely fi!ed may reduce any 
earned patent term, aajustment See 3"" CFR ' ~G4;.Di 

Status 

1)0 Responsive to communication(s) filed on . 



2a)n This action is FINAL 2b)[E] This action is ncn-fmaL 

3) 0 Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 
Disposition of Claims 

4) E] Claim(s) 1-67 is/are pending in the application. 

4a) Of the above claim(s) 35-40.60-62,66 and 67 is/are withdrawn from consideration, 

5) n Claim(s) is/are allowed. 

6) H Claim(s) 1-34,41-59 and 63-65 is/are rejected 
?)□ Claim(s) is/are objected to. 

8) n Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) 0 The specification is objected to by the Examiner 

10) n The drawing(s) filed on is/are: a)n accepted or bjD objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

11) 0 The proposed drawing correction filed on is: a)^ approved b)^ disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) 0 The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

13) 0 Acknowledgment is made of a claim for foreign pnority under 35 U S.C § 119(a)-(d) or (f). 

a)nAlt b)n Some*c)n None of: 

1 .□ Certified copies of the priority documents have been received 

2. n Certified copies of the priority documents have been received in Application No, 

3, n Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17 2(a)) 
* See the attached detailed Office action for a list of the certified copies not received 

14) 0 Acknowledgment is made of a claim for domestic priority under 35 U S C. § 119(e) (to a provisional application). 

a) U The translation of the foreign language provisional application has been received. 

15) 0 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121, 
Attachment{s) 

1)0 Notice of References Cited (PTO-892) 4) □ interview Summary (PTO-41 3) Paper No{s) 



2) D Notice of Draftsperson s Patent Drawing Review ( PTO-948) 5) □ Notice of Informal Patent Application {PTO-152) 

3) 0 Information Disclosure Statementis.. (PTO-1449) Paper No(S) 5 and 6 6) O Other 
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DKTAlLF.l) ACTION 



Claims lo4. 41-59 and 63-65 arc pc 



.■ndinu in the instanl application. 



Pauc 2 



Election/Restrictions 
e,ec„o„ or G,..P U*.. ^34. P.^^ 

Bee. .... ...nc. PO,. ^ 

(MPi;P§ 818.03(a)). 

,M0. .M.:. «, a„a .7 „ ,0.„.a«. ..-0. r,„*e, c„,..e«„o„ p.»,U u, .7 

t;-.n there beinii no allowable generic or 
CFR 1.142(b) as beur, drawn to a nonelected ntvent.on. there bem, 

Claims 1-34. 41-59 and 63-65 have been examined as indicated below. 



Claim 26 is objected to under 37 Cl-R1.75( 

should refer to other claims in 



Claim Objections 

5(c) as bemg in improper tbrm because a 



the alternative only. See MPEP 



multiple dependent claim 

, ^6 has not been turther treated on the merits. 

§ 608.0 l(n). According!) , claim _b nas 



Claim Rejections- 35 use §10] 

35 i:.S.C. 101 reads as follows: ^^^^^ _^ ^^^^^^^^^^^ manutaeture. 

Whoever invents or discovers an, f ;.,,,,em thereof, may obtain a 
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SEQ NO. 1 (c) culturing the dendritic cells and (d) administering the tolerogenic dendritic 
cells to the host; further comprising incubating the dendritic cells in the presence of one or more 
cytokines; wherein the cytokine is GM-CSF; further comprising incubating the dendritic cells in 
the presence of TGF-P; further comprising infecting the tolerogenic dendritic cells with a viral 
vector before administering the cells to the host; further comprising administering FK506 to the 
host; further comprising administering c>closporine A to the host; further comprising 
administering FK506 and cyclosporine A to the host; wherein the host is a transplant host; 
wherein the host has an inflammatory related disease; wherein the host has arthritis. 

Storm et al. teach methods of inhibiting rejection of a transplanted tissue in a mammal 
and inhibition of autoimmune related tissue destruction by introducing into a cell DNA 
comprising at least one comprising regulatory element including a synthetic regulatory DNA 
sequence from at least one of NF-kB. NF-IL-6. IL-6. LRE. AP-1. p91/.stat. or the IL-6 response 
elements (see claims 1. 2. 5. 16 and 18). Storm et al. akso teach that a host responds to 
transplanted material though a complex series of cellular interactions among T and B 
lymphocytes and dendritic cells (see pagl 1. f006]). Storm et al. further teach the mammal is a 
mammal with rheumatoid arthritis (see claim 6). 

Storm et al. do not teach a method for enhancing tolerogenicity in a mammal host 
comprising (a) propagating immature dendritic cells from a mammalian donor, (b) incubating the 
dendrite cells with an oligodeoxyribonucleotide having at least one NF-kB binding site under 
conditions wherein the dendritic cells internalize the oligodeoxyribonucleotide; wherein the 
oligodeoxyribonucleotide has the sequence .set forth in SIT) in 1 ir\ r„h, .1,^ a..^a.u;.. 
cells and (d) admiiu^icnng the tolerogenic dendritic cells to the host; further comprising 
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Claims 1-6. 7-14. 41. 42 and 43-48 are rejected under 35 IJ.S.C. 101 because the claimed 
invention is directed to non-statulor\' subject matter. 

Claims 1-6. 7-14. 41. 42 and 43-48. drawn to "[a] tolerogenic dendritic cell", reads upon 
a naturalU occurring dendritic cell, which is a product of nature that does not clearh show the 
•1iand of man". Language at the beginning of these claims such as "an isolated dendritic cell" 
would remo\ e the instant retection. 



Claim Rejections - 35 USC§103 

The following is a quotation of 35 l-.S.C. 103(a) which forn^s the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent mav not he obtained though the invention is not idenlicalK disclosed or described as set forth in 
section 102 ot^this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would ha\ e been ob\ ious at the time the invention was made to a person 
haxinii ordinar\ skill in the art to which said subject matter pertains. Patentabilit) shall not be negati\ed b\ the 
manner in \\hich the tii\eiition was made. 

This application currently names joint inx enlors. In considering patentability of the 
claims under 35 I .S.C\ 103(a). the examiner presumes that the subject matter of the various 
claims was commonh owned at the time an\- inx entions coxered therein were made absent any 
evidence to the contrar> . Applicant is advised of the obligation under 37 CFR 1.56 to point out 
the inventor and invention dales of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicabilit)' of 35 U.S.C. 103(c) 
and potential 35 r.S.C\ l()2(e). (f) or (g) prior art under 35 I .S.C. 103(a). 

Clainr. \-2-. :-^4. 41-5^) and 6-(o are rciecled under 35 r.S.C\ 103(a) as being 
unpatentable o\er Storm et al. H '.S. Pubheation No. I ■S2()()2 01 643 1 1 Al| in further view of 



Thomson et al. |r.S. Patent No. 5.871.728] Lu et al,. (.lournal of Leukocyte Biology. 1999 Vol. 
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66:293-296) Lu cl al , (dene Therap\ - 1999 \'oL 6:554-563) and [^ielinska et al. (Seienee, 1990 
Vol. 25():997-l()()0). 

Claims 1-6. 7-14. 41. 42 and 43-48 are drawn lo a tolerogenic dendritic cell comprising 
an oligodeoxyribonucleotide having one or more NF-kB binding sites, further comprising a viral 
vector: wherein the \'iral \ector is derived from a virus selected from the group consisting of 
adenovirus, adeno-associaled virus. retroxirus and herpes \irus: wherein the 
oligodeoxyribonucleotide sequence has two NF-kB binding sites: wherein the 
oligodeoxN ribonucleotide has the sequence set forth by SFQ ID NO. 1 and a method of 
producing a tolerogenic dendritic cell comprising propagating immature dendritic cells from a 
mammalian donor, (b) incubating the dendrite cells with an oligodeoxyribonucleotide having at 
least one Nl -kI^ bindmg site under conditions wherein the dendritic cells internalize the 
oligodeoxyribonucleotide: wherein the oligodeoxyribonucleotide has the sequence set forth in 
SEQ ID NO. 1 (c) culturing the dendritic cells, further comprising incubating the dendritic cells 
in the presence of one or more cytokines: wherein the c> tokine is (JM-SC1\ further comprising 
incubating the dendritic cells in the presence of T(iF-(^ further comprising infecting the 
tolerogenic dendritic cells w ith a \ iral \ ector: w herein the \ iral \ ector is deri\ ed trom a \ irus 
selected from the group consisting of adeno\ niis. adeno-associated \ irus. retrovirus and herpes 
\irus C laims 15-25. 27-.^^4. 49-59 and 63-65. are drawn to a method for enhancing 
tolerogenicit} in a mammal host ccMiiprising (a) propagating immature dendritic cells from a 
mammalian donor, (b) incubating the dendrite cells with an oligodeoxyribonucleotide having at 
least one NF-kB binding site under conditions wherein the dendritic cells internali/e the 
oliuodeoxvribonucleotide: wherein the oligodeoxNribonucleotide has the sequence set lorth in 
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incubating the dendritic cells in the presence oWmc or more cstokines: wherein the cytokine is 
GM-C^SI'i further comprising incubating the dendritic cells in the presence of TCif^-(^: further 
comprising infecting the tolerogenic dendritic cells with a \iral \'ector before administering the 
cells to the host: further comprising administering FK 506 to the host; further comprising 
administering cyelosporine A to the host: further comprising administering FK 506 and 
cyclosporine A to the host. 

Thomson et al. teach enhancing tolerogenicity in a mammal host comprising propagating 
immature dendritic cells from a mammalian donor, culturing the dendritic cells and 
administering the tolerogenic dendritic cells to the host (see claim 1). Ihomson et al. further 
teach incubating the dendritic cells m the presence of one or more cytokines, wherein the 
cytokine is ClM-C^Sf (see claim 8) and incubating the dendritic cells in the presence of TGF- 
p, FK506 or c\closporine /\ (see column 8. lines 23-25). 

Lu et all. teach immunosuppressive molecules such as TGF-p can be genetically 
engineered in dendritic cells. Lu et al. further teach manipulation of dendritric cells by exposure 
to TGF-P via adenoviral vectors, can confer tolerogenic properties (see page 294. last 
paragraph). 

l,u et al . teach adcntn iral deli\er> of alone does not affect the expression ot 
costimulator\ molecules, In et al . further teach surface expression of N4HC class II and 
costimulatorv molecules (C l)4(). CDSO and C4)86) was not inherently affected by transduction 
with adenovirus infection (see page 555. third paragraph). 

Bielinska et al. teach regulation of gene expression with double-stranded 
phosphorothioate oligonucleotides of NF-kB (see Abstract). Bielinska et al. further leach an 
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oligodcoxyriboniiclcolide identical lo that of S1-:Q ID NO. 1 of the instant invention (see page 

It would have been prima facie obvious to one of ordinan^ skill in the art to make a 
tolerogenic dendritic cell comprising an oligonucleotide ha\ ing one or more N1'-kB binding sites 
because Storm et al. a tolerogenic dendritic cell comprising an oligtMUicleotide having one or 
more NF-kI^ bindmg sites inhibit autoimmune related tissue destruction in a n^ammal. One of 
ordinar}' skill m the art would ha\e been motivated to make a tolerogenic dendritic cell 
comprising an oligonucleotide ha\ ing one or more NF-kB binding sites because the prior art has 
taught such cells inhibit rejection of a transplanted tissue in a mammal (Storm et ah). One of 
ordinary skill in the art would have expected success in making a tolerogenic dendritic cell 
comprising an oligonucleotide having one or more NF-kB binding sites because Bielinska et al. 
explicitly taught such compounds regulate gene expression. 

It would ha\ e been prima facie ob\ ious lo one of ordinarx skill in the art to de\ ise a 
method for enhancing U)lcrogenicil\ m a manuual because Storm et al. taught methods ol 
inhibiting rejection of a transplanted tissue and inhibition of autoimmune related tissue 
destruction in a mammal by introducing into a cell DNA comprising at least one comprising 
regulator\ element of Nf -KB response element. One of ordinar\ skill in the art would have 
expected success in making DNA comprising at least one regulator}' element of N1--kB response 
elements since the prior art has explicitly taught such compounds regulate gene expression 
(Bielinska et al ) One {^f oniinarx' skill in the art would h.nc hccn motixnted to dex ise a method 
for enhancing tolerogcnicitx in a mammal because the prior art has taught inhibiting rejection ol 
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a transplanted tissue in a mammal can pre\enl gralt rejection following organ transplantation 
(Storm et al). 

It would ha\ e been ob\ ious to one of ordinary skill in the art to propagate immature 
dendritic cells from a mamnialian donor, culture the dendritic cells and administer the 
tolerogenic dendritic cells to a host because Thomson et al. explicitly taught such methods can 
effect dendritic cell maturation and hence enhance the immune response of a host mammal. One 
of ordinary skill in the art would have been motivated to propagate immature dendritic cells from 
a mammalian donor, culture the dendritic cells and cidminister the tolerogenic dendritic cells to a 
host because Thomson et al. taught these methods enhance tolerogenicih to foreign graft in a 
mammal. One of ordmar\ skill in the art would ha\e been motivated and expected success in 
incubating the dendritic cells in the presence of one or more cytokines and pharmaceuticals 
because the pnov art has taught these factors act as immunosuppressive agents in enhancing 
tolerogenicit\\ One of ordinary skill would ha\'e been motivated to infect tolerogenic dendritic 
cells with an adenovirus viral vector before administering the cells to the host because Lu et al,. 
taught TGF-p gene transfer using adeno\ irus enhances tolerogenic potential and adeno\irus 
infection does not affect costimulator\' molecule expression (Lu et al ). 

An\ inquir\ concerning this communication or earlier communications trom the 
examiner should be directed to lerra C\ Ciibbs whose telephone number is (703) 306-3221. The 
examiner can normal!} be reached on M-f 8:30-5:00. 

If attempts to reach the examiner b> telephone are unsuccessful, the examiner's 
super\ isor. John L. Leduyader can be reached on (703) 308-0447. The fax phone numbers for 
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the organization where this application or proceeding is assigned are (703) 746-8693 for regular 
communications and (703) 872-9307 for After f inal communications. 

Any inquir\' of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is (703) 308-0196. 

icg 

November 27. 2002 




